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Amendments to the Claims: 

Please cancel claims 1, 7, 15 and 22. Please amend claims 2 through 6, 8 through 14, 16, 18 
through 2 1 , 23 through 32, 37, 42 through 44, and 47 through 51 . Please add claims 52 through 
64. This listing of claims will replace all prior versions, and listings, of claims in the application: 

Listing of Claims: 

1. (Cancelled). 

2. (Presently Amended) A» isolated polynucleotide soquonoo A nucleic a cid molecule 
encoding a chimeric TNFa ligand polypeptide, comprising a first polynucleotide nucleotid e 
s equ e nc e encoding a demafo m or a aubdomain of domain III of a turn e r necrosis faotor ligand 
othor than TNFa, wherein th e Domain III fragment of a tumor necrosis factor ligand other than 
TNFa InnVin g a metalloproteinase cleavage site encoded domain eg subdomain re plaees a 
cleavage site of native TNFa, and a second polynucleotide iaiolootid e s e qu e nc e encoding a 
Domain IV domain fragment or subdomain of native TNFa protein that binds to a human TNFa 
receptor. 

3. (Presently Amended) The nucleic acid molecule i solated polynuclootido sequ e nce of 
claim 1 or claim 2 whoroin tho - first nucleotide) Goqucnce additionally - further comprising a third 
polynucleotide that encodes Domain domain II, or a subdomainof domain II, H fragment of the 
other tumor necrosis factor ligand. 

4. (Presently Amended) The nucleic acid molecule isolatod polynucleotide s e quenc e of 
claims h 2 or 3, wherein th e first nucleotide sequ e nce additiona lly- further comprising a fourth 
polynucleotide that encodes a Domain domain I, or a oubdomainof domain 1? I fragment of the 
other tumor necrosis factor ligand. 

5. (Presently Amended) Th e nucleic acid molecule i sol ated polynucl e otide Goquonoo of 
claimsl^S or 4 wherein the first polynucleotide nucleotide sequence additionally furfhCT 
encodes a subdomain of domain Domain I V fragment of the other tumor necrosis factor ligand. 

6. (Presently Amended) Th e nucleic acid molecule ise iated polynucl e otide coquence eMa 
-t-** of claim 2, wherein the other tumor necrosis factor ligand is selected from the group 
consisting of CD154. CD70. Fas ligmuL NGE. CD30. TNFft 4-1BBL and TRAIL, 

CD15 4 , CD70, Fas ligand and TRAIL. 

7. (Cancelled). 
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8. (Presently Amended) The nucleic acid molecule ioolatcd polynucleotide s e quene e of 
claim ? ^.wherein the second polynucleotide nucl e otid e- ccquenco encodes a Domain rabdomain 
of domain IV fragment office TNFa that lacks a cleavage site of native TNFa protein, 

9. (Presently Amended) The nucleic acid molecule isolated polynucleotide ) coquonce of 
claim 1 or claim 2 wherein the first polynucleotide further fltt slootid e soquoneo encodes domains 
Domain L H or HI fragment s, orsubdomoins of ono ormore of domains 1, II a ad-Bkof atumor 
necrosis factor ligand selected from the group consisting of CD 154, CD70, Fas ligand, NGF. 
TNFff. CD3CL 4-1BBL and TRAIL, and the second polynucleotide nuclcotido e l oquence encodes 
domain IV, or a subdomain of domain Domain IV 7 of native TNFa ergtgin. 

10. (Presently Amended) The nucleic acid molecule isolat e d polynucleotide s e quenc e of 
claim 9 wherein the first nucleotide sequ e nce polynucleotide further nucleotid e s e quenc e encodes 
&ttftajas Domain I II or HI fragments of CD1S4 protein, and th e ^econd nuolootide s e quenc e 
cncodoG domain IV, or a subdomainof domain IV, of nativ e TNFa ? 

11. (Presently Amended) The nucleic acid molecule isolated polynucleotide sequenc e of 
claim 1 or claim 2 further comprising a wh e r e in tho Goqucnce additionally includes a linker 
domain encoding a peptide of at least one amino acid that links the first polynucleotide 
nucleotide s e qu e nc e to the second polynucleotide nucl e otido soquonoo . 

12. (Presently Amended) The nucleic acid molecule isolated polynucleotide sequence of 
claim 1 or claim 2, comprising a polynucleotide wh e r e in th e sequence is selected from the group 
consisting of SEQ.ID, NO. l^ SEQJOD. NO, 2, SBQJD. NO. 3 and SEQ. ID. NO. 1. 

13. (Presently Amended) The nucleic acid molecule ioolatcd polynuolootido Goquonce of 
claim 1 o f claim 2^ wherein the chimeric TNFa polypeptide comprises an amino acid sequence 
selected from the group consisting of SEQJD, NO- 5 , SEQ. ID. NO. 6, SBQ.tD. NO. 7 and 
SEQ.ID. NO. 8. 

14. (Presently Amended) A chimeric TNFa, comprising a first Domain in d omain fragment 
or subdomain of a tumor necrosis factor ligand other than TNFa lacking a matrix 
metalloproteinase ; wh e r e in tho doma i n fragm e nt or jubdomoin replao es-a cleavage site of nativ e 
TNF% and a seeead: Domain IV demam fragment or aub domain of native TNFa that binds to a 
TNFa receptor. 

15. (Cancelled). 

16. (Presently Amended) The chimeric TNFa of claim 14 orolaim 15 that is less susceptible 
to cleavage from the surface of cells than native TNFa. 

17 . (Original) The chimeric TNFa of claim 1 6, wherein the cleavage rate of the chimeric 
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TNFa is at least 90% less than that of native TNFa. 

18. (Presently Amended) The chimeric TNFa of claim 14 or claim IS , wherein th e domain eg 
mihdomain further comprising e e mpriscs a Domain domain II, or a onhdomainof dom nin TT, II 
fraprtient of the other tumor necrosis factor ligand. 

19. (Presently Amended) The chimeric TNFa of claims 14£$ or 1 8, wher e in th e domain or 
Gubdomaia further comprising o omt^ri s Q a a Domain domain I, or a subdomainof dom ain^? I 
frapTnent of the other tumor necrosis factor hgand. 

20. (Presently Amended) The chimeric TNFa of claims 14,-^44 18 or 19, wh e r e in th e 
domai n or subdoroa ia further comprises comprising a fourth Domain IV fragment a Guhdomain 
of domain -RE-of the other tumor necrosis factor ligand. 

21. (Presently Amended) The chimeric TNFa of claim 14 or claim 15 , wherein the other 
tumor necrosis factor ligand is selected from the group consisting of CD154, CD70, Fas ligand 
raid TRAIL. CD154. CD70. Fas ligand, NGR CD30. TNFfl. 4-1BBL and TRAIL . 

22. (Cancelled). 

23. (Presently Amended) The chimeric TNFa of claim 14. wherein the 22 comprising a 
Domain IV fragment s ubdomain of domain I V-ef native TNFa that lacks a cleavage site of nativc 
TNFa grotejn. 

24. (Presently Amended) The chimeric TNFa of claim 14 or claim 15 , comprising domains I, 
II and OT> or Gub domains of one or - morc of domains I, II and HI, of a tumor necrosis factor hgand 
selected from the group consisting of CD1S4. CD70. Fas ligand. NGF. CD30, TNPfl. 4-1BBL 
and TRAIL CD 15 4 , CDTQ r jfr fl- ligand and TRAIL , and domain I V, or a subdomainof domain IV, 
of native TNFa protein . 

25. (Presently Amended) The chimeric TNFa of claim wherein 1 4 or claim 15, compri sing 
domain I, domain H and domain HI, or Gubdomaia s-ef one or more of the domains I, II and HI are 
yof CD154 protein, and domain IV, of a subdomain of domain IV, of nativ e TNFa ? 

26. (Presently Amended) The chimeric TNFa of claim 1 4, further or claim 15 additionally 
comprising a linker domain encoding a peptide of at least one amino acid that links the Domain 
HI first domain fragment or subdomai a to the Domain IV seeead domain fragment or subdomoi a. 

27. (Presently Amended) Ati <?gprftssinn vector, comprising the nucleic acid molecule 
' isolated polynucleotid e sequ e nc e of claim 2 i. 
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28. (Presently Amended) An expression vector, comprising the nucleic acid molecule of 
claim 3, The expression v e ctor of claim 37, wher e in tho polynucl e otid e s e quoncc encodes a 
chimoric TNFa cottiprioing domaia 1 1 1 , or a subdomainof domain III, of n tumor nocrooio factor 
Mgond solootod from the group consisting of GDI 5 4 , CD70, Fao ligand and TRAIL, and domain 
IV, or a oubdomainof domain IV, of native TNFa . 

29. (Presently Amended) An expression vector, comprising the nucleic acid molecule of 
claim A Tho oxproccion vector of claim 2 8 , Author comprising a polynucleotide s e quence tha t 
onoodca domain 11, or a subdomainof domain 11, of atumom e cro Q io factor ligand oolcct e d from 
the group oonoioting of 00151, CD70, Fas ligand and TRAIL* 

30. (Presently Amended) An expression vector, comprising the nucleic acid molecule of 
claim 9. ¥ fec expr e ssion vootor of claim 2S or claim 29, further comprising a polynucleotide 
se quenc e that encodes domain 1, or a subdomain of domain 1 9 of a tumor necrosis factor ligond 
selected from tho group consisting of CD15 4 , CD70, Fas ligand and TRAIL . 

31. (Presently Amended) An expression vector, com prising the nucleic acid molecule of 
claim 11. Tho expression vootor of oloim 28 or claim 29, further comprising a polynuclootido 
sequ e nc e that encodes a subdomoin of domain IV of a tumor n e cro s is factor ligond flo l octod from 
tho group consisting of CD151, CD70, Fas ligond and TRAIL. 

32. (Presently Amended) The expression vector of claim 27 38, further comprising viral 
DNA or bacterial DNA. 

33. (Original) The expression vector of claim 32 wherein said viral DNA is selected from 
the group consisting of adenoviral DNA or retroviral DNA. 

34. (Original) The expression vector of claim 32, wherein at least a portion of the vector 
comprises adenoviral DNA. 

35. (Original) The expression vector of claim 27, further comprising a promoter region. 

36. (Original) The expression vector of claim 27, further comprising a polyadenylation 
signal region. 

37. (Presently Amended) A genetic construct comprising the nucleic acid molecule isolated 
p olynucleotide sequenc e according to claim 1 or claim 2 operatively linked to a promoter 
sequence and to a polyadenylation signal sequence. 
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38. (Original) A host cell, comprising an expression vector according to claim 27 or a 
genetic construct according to claim 37 , 

39 . (Original) The host cell of claim 38, wherein the cell is a mammalian cell. 

40. (Original) The host cell of claim 39 ; wherein the cell is a tumor cell. 

41 . (Original) The host cell of claim 39, wherein the cell is an antigen presenting cell. 

42. (Presently Amended) A process for producing a chimeric TNFa of claim 14 or claim 15 
comprising culturing a host cell of claim 38 under conditions suitable to effect expression of the 
protein. 

43 . (Presently Amended) A method for increasing the concentration of a ligand capable of 
binding to a TNFa receptor on the surface of a cell, comprising introducing into the cell a nucleic 
acid molecule an iaolat e d polynucleotide sequence encoding a chimeric TNFa polypeptide 
according to claim 1 or claim 2, whereby the chimeric TNFa polypeptide is less susceptible to 
cleavage from the surface of the cells than a $&&e TNFa protein . 

44. (Presently Amended) The method of claim 43, wherein the isolated polynucl e otid e 
sequ e nc e comprises an expression vector according to claim 27 or a genetic construct according 
to claim 37- 

45. (Original) The method of claim 44 wherein the cell is a mammalian cell. 

46. (Original) The method of claim 44 wherein the cell expresses a TNFa receptor on its 
surface. 

47. (Presently Amended) A method for inducing apoptosis of a cell expressing a TNFa 
receptor, comprising introducing into the cell an isolat e d pol y nucl e otid e sequ e ne e encoding a 
chimeric TNFa polypeptide according to claim 1 or claim 2 wherein the chimeric TNFa is 
expressed on the surface of the cell 

48. (Presently Amended) A method for inducing activation of an immune system cell, 
comprising introducing into the cell a nucleic acid molecule an isolated polynucleotide sequence 
encoding a chimeric TNFa polypeptide according to claim 1 or claim 2 wherein the chimeric 
TNFa polypeptide is expressed on the surface of the cell. 

49. (Presently Amended) A method for treating neoplasia in a patient comprising introducing 
into a neoplastic cell a nucleic acid molecule m isolated polynucleotide soqucnoo encoding a 
chimeric TNFa polypeptide according to claim 1 or claim 2 wherein the chimeric TNFa 
polypeptide is expressed on the surface of the cell. 
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50. (Presently Amended) The method of claim 49 further comprising; obtaining the 
neoplastic cell from a human patient; infusing the neoplastic cell back into the patient after 
having introduced into the cells the nucleic acid molecule polynucleotide ooquenc e encoding the 
chimeric TNFa polypeptide . 

51 . (Presently Amended) A method of treating neoplasia comprising directly injecting into a 
tumor bed of a patient the nucleic acid molecule aa isolated polynucleotide aequeno e encoding a 
chimeric TNFa polypeptide according to claim 1 or claim 2 wherein the chimeric TNFa 
polypeptide is expressed in the tumor bed. 

52. (New) A nucleic acid molecule encoding a chimeric TNFa ligand polypeptide, 
comprising a first polynucleotide encoding a Domain HI fragment of a tumor necrosis factor 
ligand other than TNFa, wherein the encoded fragment is a homolog of a cleavage site of native 
TNFa, and a second polynucleotide encoding a Domain IV fragment of TNFa protein that binds 
to a TNFa receptor. 

53. (New) The nucleic acid molecule of claim 52, further comprising a third polynucleotide 
that encodes Domain II domain fragment of the other tumor necrosis factor ligand. 

54. (New) The nucleic acid molecule of claim 52, further comprising a third polynucleotide 
that encodes Domain II domain fragment of the other tumor necrosis factor ligand and a fourth 
polynucleotide that encodes a Domain I domain fragment of the other tumor necrosis factor 
ligand. 

55. (New) The nucleic acid molecule of claim 52, wherein the first polynucleotide further 
encodes a Domain IV domain fragment of the other tumor necrosis factor ligand. 

56. (New) The nucleic acid molecule of claim 52, wherein the other tumor necrosis factor 
ligand is selected from the group consisting of CD154, CD70, Fas ligand, NGF, CD30, TNF/5, 4- 
1BBL and TRAIL. 

57. (New) The nucleic acid molecule of claim 52, comprising a polynucleotide sequence 
selected from the group consisting of SEQ.ID. NO. 2, SEQ.ID- NO. 3 and SEQ. ID. NO. 4. 

58. (New) The nucleic acid molecule of claim 52, encoding a polypeptide comprising an 
amino acid sequence selected from the group consisting of SEQ. ID. NO. 6, SEQ.ID. NO. 7 and 
SEQ.ED. NO. 8. 

59. (New) An expression vector containing the nucleic acid molecule of claim 52. 

60. (New) A host cell containing the nucleic acid molecule of claim 52. 
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61 . (New) A genetic construct containing the nucleic acid molecule of claim 52. 

62. (New) A chimeric TNFa ligand polypeptide, comprising a Domain 111 fragment of a 
tumor neurosis factor ligand other than TNFa, wherein the fragment is a homolog of a cleavage 
site of native TNFa, and a Domain IV fragment of TNFa protein that binds to a TNFa receptor. 

63 . (New) A method for inducing apoptosis of a cell expressing a TNFa receptor, comprising 
introducing into the cell an encoding a chimeric TNFa polypeptide according to claim 52 wherein 
the chimeric TNFapolypeptide is expressed on the surface of the cell. 

64. (New) A method for inducing activation of an immune system cell, comprising 
introducing into the cell a nucleic acid molecule encoding a chimeric TNFa polypeptide 
according to claim 52 wherein the chimeric TNFa polypeptide is expressed on the surface of the 
cell. . 

65 . (New) A method for treating neoplasia in a patient comprising introducing into a 
neoplastic cell a nucleic acid molecule encoding a chimeric TNFa polypeptide according to claim 
52 wherein the chimeric TNFa polypeptide is expressed on the surface of the cell. 

66. (New) The method of claim 65 further comprising: obtaining the neoplastic cell from a 
human patient; infusing the neoplastic cell back into the patient after having introduced into the 
cells the nucleic acid molecule encoding the chimeric TNFa polypeptide. 

67. (N ew ) A method of treating neoplasia comprising directly injecting into a tumor bed of a 
patient the nucleic acid molecule encoding a chimeric TNFa according to claim 52 wherein the 
chimeric TNFa polypeptide is expressed in the tumor bed. 
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Clean Claims As Amended 

1. (Cancelled). 

2. (Presently Amended) A nucleic acid molecule encoding a chimeric TNFa ligand 
polypeptide, comprising a first polynucleotide encoding a Domain HI fragment of a tumor 
necrosis factor ligand other than TNFa lacking a metalloproteinase cleavage site and a second 
polynucleotide encoding a Domain IV fragment of TNFa protein that binds to a TNFa receptor. 

3. (Presently Amended) The nucleic acid molecule of claim 2 further comprising a third 
polynucleotide that encodes Domain n fragment of the other tumor necrosis factor ligand. 

4. (Presently Amended) The nucleic acid molecule of claims 2 or 3, further comprising a 
fourth polynucleotide that encodes a Domain I fragment of the other tumor necrosis factor ligand 

5. (Presently Amended) The nucleic acid molecule of claims 2, 3 or 4 wherein the first 
polynucleotide farther encodes a Domain IV fragment of the other tumor necrosis factor ligand. 

6. (Presently Amended) The nucleic acid molecule of claim 2, wherein the other tumor 
necrosis factor ligand is selected from the group consisting of CD154, CD70, Fas ligand, NGF, 
CD30, TNFft 4-1BBL and TRAIL. 

7. (Cancelled). 

8. (Presently Amended) The nucleic acid molecule of claim 2, wherein the second 
polynucleotide encodes a Domain IV fragment of native TNFa that lacks a cleavage site of TNFa 
protein. 

9. (Presently Amended) The nucleic acid molecule of claim 2, wherein the first 
polynucleotide further encodes Domain L II or HI fragments of a tumor necrosis factor ligand 
selected from the group consisting of CD154, CD70 3 Fas ligand, NGF, TNFft CD30, 4-1BBL 
and TRAIL, and the second polynucleotide encodes Domain IV of TNFa protein. 

10. (Presently Amended) The nucleic acid molecule of claim 9 wherein the first 
polynucleotide further encodes Domain I, H or III fragments of CD 154 protein. 

1 1 . (Presently Amended) The nucleic acid molecule of claim 2 further comprising a linker 
domain encoding a peptide of at least one amino acid that links the first polynucleotide to the 
second polynucleotide. 
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1 2. (Presently Amended) The nucleic acid molecule of claim 2, comprising a nucleotide 
sequence is selected from the group consisting of SEQJD. NO. 1, SEQ.ID. NO. 2, SEQJ0D. NO. 
3 and SEQ, ID. NO. 4. 

13. (Presently Amended) The nucleic acid molecule of claim 2, wherein the chimeric TNFa 
comprises an amino acid sequence selected from the group consisting of 3EQ.ID. NO. 5, SEQ. 
ID. NO 6, SEQ.ID. NO. 7 and SEQ.ID. NO. 8. 

14. (Presently Amended) A chimeric TNFa, comprising a Domain HI fragment of a tumor 
necrosis factor ligand other than TNFa lacking a matrix metalloproteinase cleavage site and a 
Domain IV fragment of TNFa that binds to a TNFa receptor. 

15. (Cancelled). 

16. (Presently Amended) The chimeric TNFa of claim 14 that is less susceptible to cleavage 
from the surface of cells than native TNFa. 

1 7. (Original) The chimeric TNFa of claim 16, wherein the cleavage rate of the chimeric 
TNFa is at least 90% less than that of native TNFa. 

18. (Presently Amended) The chimeric TNFa of claim 14, further comprising a Domain II 
fragment of the other tumor necrosis factor ligand. 

19. (Presently Amended) The chimeric TNFa of claims 14 or 18, further comprising a 
Domain I fragment of the other tumor necrosis factor ligand. 

20. (Presently Amended) The chimeric TNFa of claims 14, 18 or 19, further comprising a 
fourth Domain IV fragment of the other tumor necrosis factor ligand, 

21 . (Presently Amended) The chimeric TNFa of claim 14, wherein the other tumor necrosis 
factor ligand is selected from the group consisting of CD154, CD70, Fas ligand, NGF, CD30, 
TNF/3, 4-1BBL and TRAIL. 

22. (Cancelled). 

23. (Presently Amended) * The chimeric TNFa of claim 1 4, wherein the Domain IV fragment 
lacks a cleavage site of TNFa protein. 

24. (Presently Amended) The chimeric TNFa of claim 14, comprising domains I, II and m, 
of a tumor necrosis factor ligand selected from the group consisting of CD 154, CD70, Fas ligand, 
NGF, CD30, TNFft <HBBL and TRAIL, and domain TV of TNFa protein. 
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25. (Presently Amended) The chimeric TNFa of claim wherein one or more of the domains I, 
n and m are of CD1 54 protein. 

26. (Presently Amended) The chimeric TNFa of claim 14, further comprising a linker 
domain encoding a peptide of at least one amino acid that links the Domain ID fragment to the 
Domain IV fragment. 

27. (Presently Amended) An expression vector, comprising the nucleic acid molecule of 
claim 2, 

28. (Presently Amended) An expression vector, comprising the nucleic acid molecule of 
claim 3. 

29. (Presently Amended) An expression vector, comprising the nucleic acid molecule of 
claim 4. 

30. (Presently Amended) An expression vector, comprising the nucleic acid molecule of 
claim 9. 

31. (Presently Amended) An expression vector, comprising the nucleic acid molecule of 
claim 11. 

32. (Presently Amended) The expression vector of claim 27, further comprising viral DNA 
or bacterial DNAv 

33 . (Original) The expression vector of claim 32 wherein said viral DNA is selected from 
the group consisting of adenoviral DNA or retroviral DNA. 

34. (Original) The expression vector of claim 32, wherein at least a portion of the vector 
comprises adenoviral DNA. 

35. (Original) The expression vector of claim 27, further comprising a promoter region. 

36. (Original) The expression vector of claim 27, further comprising a polyadenylation 
signal region. 

37. (Presently Amended) A genetic construct comprising the nucleic acid molecule 
according to claim 2 operatively linked to a promoter sequence and to a polyadenylation signal 
sequence. 

38. (Original) A host cell, comprising an expression vector according to claim 27 or a 
genetic construct according to claim 37. 
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39. (Original) The host cell of claim 38, wherein the cell is a mammalian cell. 

40. (Original) The host cell of claim 39 ; wherein the cell is a tumor cell 

41 . (Original) The host cell of claim 39, wherein the cell is an antigen presenting cell. 

42. (Presently Amended) A process for producing a chimeric TNFa of claim 14 comprising 
culturing a host cell of claim 38 under conditions suitable to effect expression of the protein. 

43 . (Presently Amended) A method for increasing the concentration of a ligand capable of 
binding to a TNFa receptor on the surface of a cell, comprising introducing into the cell a nucleic 
acid molecule encoding a chimeric TNFa polypeptide according to claim 2, whereby the chimeric 
TNFa polypeptide is less susceptible to cleavage from the surface of the cells than a TNFa 
protein. 

44. (Presently Amended) The method of claim 43, wherein the comprises an expression 
vector according to claim 27 or a genetic construct according to claim 37. 

45. (Original) The method of claim 44 wherein the cell is a mammalian cell. 

46. (Original) The method of claim 44 wherein the cell expresses a TNFa receptor on its 
surface. 

47. (Presently Amended) A method for inducing apoptosis of a cell expressing a TNFa 
receptor, comprising introducing into the cell an encoding a chimeric TNFa polypeptide 
according to claim 1 or claim 2 wherein the chimeric TNFa polypeptide is expressed on the 
surface of the cell. 

48 . (Presently Amended) A method for inducing activation of an immune system cell, 
comprising introducing into the cell a nucleic acid molecule encoding a chimeric TNFa 
polypeptide according to claim 2 wherein the chimeric TNFa polypeptide is expressed on the 
surface of the cell. 

49. (Presently Amended) A method for treating neoplasia in a patient comprising introducing 
into a neoplastic cell a nucleic acid molecule encoding a chimeric TNFa polypeptide according to 
claim 2 wherein the chimeric TNFa polypeptide is expressed on the surface of the cell. 

50. (Presently Amended) The method of claim 49 further comprising: obtaining the 
neoplastic cell from a human patient; infusing the neoplastic cell back into the patient after 
having introduced into the cells the nucleic acid molecule encoding the chimeric TNFa 
polypeptide. 
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5 1 . (Presently Amended) A method of treating neoplasia comprising directly injecting into a 
tumor bed of a patient the nucleic acid molecule encoding a chimeric TNFa polypeptide 
according to claim 2 wherein the chimeric TNFa polypeptide is expressed in the tumor bed. 

52. (New) A nucleic acid molecule encoding a Chimeric TNFa ligand polypeptide, 
comprising a first polynucleotide encoding a Domain Ht fragment of a tumor necrosis factor 
ligand other than TNFa, wherein the encoded fragment is a homolog of a cleavage site of native 
TNFa, and a second polynucleotide encoding a Domain IV fragment of TNFa protein that binds 
to a TNFa receptor. 

53. (New) The nucleic acid molecule of claim 52, further comprising a third polynucleotide 
that encodes Domain n domain fragment of the other tumor necrosis factor ligand. 

54. (New) The nucleic acid molecule of claim 52, further comprising a third polynucleotide 
that encodes Domain II domain fragment of the other tumor necrosis factor ligand and a fourth 
polynucleotide that encodes a Domain I domain fragment of the other tumor necrosis factor 
ligand. 

55. (New) The nucleic acid molecule of claim 52, wherein the first polynucleotide further 
encodes a Domain IV domain fragment of the other tumor necrosis factor ligand. 

56. (New) The nucleic acid molecule of claim 52, wherein the other tumor necrosis factor 
ligand is selected from the group consisting of CD1S4, CD70, Fas ligand, NGF, CD30, TNFft 4- 
1BBL and TRAIL. 

57. (New) The nucleic acid molecule of claim 52, comprising a polynucleotide sequence 
selected from the group consisting of SEQ.ID. NO. 2, SEQ.ID. NO. 3 and SEQ. ID. NO. 4. 

58. (New) The nucleic acid molecule of claim 52, encoding a polypeptide comprising an 
amino acid sequence selected from the group consisting of SEQ. ID. NO. 6, SEQJOD. NO. 7 and 
SEQJ0D.NO.8, 

59. (New) An expression vector containing the nucleic acid molecule of claim 52. 

60. (New) A host cell containing the nucleic acid molecule of claim 52. 

6 1 . (New) A genetic construct containing the nucleic acid molecule of claim 52. 
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62. (New) A chimeric TNFa ligand polypeptide, comprising a Domain III fragment of a 
tumor necrosis factor ligand other than TNFa, wherein the fragment is a homolog of a cleavage 
site of native TNFa, and a Domain IV fragment of TNFa protein that binds to a TNFa receptor. 

63. (New) A method for inducing apoptosis of a cell expressing a TNFa receptor, comprising 
introducing into the cell an encoding a chimeric TNFa polypeptide according to claim 52 wherein 
the chimeric TNFa polypeptide is expressed on the surface of the cell. 

64. (New) A method for inducing activation of an immune system cell, comprising 
introducing into the cell a nucleic acid molecule encoding a chimeric TNFa polypeptide 
according to claim 52 wherein the chimeric TNFa polypeptide is expressed on the surface of the 
cell. 

65. (New) A method for treating neoplasia in a patient comprising introducing into a 
neoplastic cell a nucleic acid molecule encoding a chimeric TNFa polypeptide according to claim 
52 wherein the chimeric TNFa polypeptide is expressed on the surface of the cell. 

66- (New) The method of claim 67 further comprising: obtaining the neoplastic cell from a 
human patient; infixing the neoplastic cell back into the patient after having introduced into the 
cells the nucleic acid molecule encoding the chimeric TNFa polypeptide. 

67, (New) A method of treating neoplasia comprising directly injecting into a tumor bed of a 
patient the nucleic acid molecule encoding a chimeric TNFa according to claim 52 wherein the 
chimeric TNFa polypeptide is expressed in the tumor bed. 
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62 (New) A chimeric TNFa ligand polypeptide, romprising a Domain IH fragment of a 
tumor necrosis factor ligand other than TNFa, wherein the fragment is a homologof a cleavage 
site of native TNFa, and a Domain IV fragment of TNFa protein mat binds to a TNFa receptor. 

63 (New) AmemodformducmgapoptosisofaceUexpress^ 

introducing into the cell an encoding a chimeric TNFa polypeptide according to claim 52 wherein 
me chimeric TNFa polypeptide is expressed on the surface of the cell. 

64 (New) A method for inducing activation of an immune system cell, comprising 
introducing into the cell a nucleic acid molecule encoding a chimeric TNFa polypeptide 
according to claim 52 wherein the chimeric TNFa polypeptide is expressed on the surface ot the 
cell- 

65 (New) A method for treating neoplasia in a patient comprising introducing into a 
neoplastic cell a nucleic acid molecule encoding a chimeric TNFa polypeptide according to claim 
52 wherein the chimeric TNFa polypeptide is expressed on the surface of the cell. 

66 (New) The method of claim 65 further comprising: obtaining the neoplastic cell from a 
human patient; infusing the neoplastic cell back into the patient after having introduced into the 
cells the nucleic acid molecule encoding the chimeric TNFa polypeptide. 

67 (New) A method of treating neoplasia comprising directly injecting into a tumor bed of a 
patient the nucleic acid molecule encoding a chimeric TNFa according to claim 52 wherein the 
chimeric TNFa polypeptide is expressed in the tumor bed. 
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